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Inter^^m application No. 

PCT/EP2003/009219 



I. Basis of the report 



1. With regard to the elements of the international application:* 
I I the international application as originally filed 
the description: 



1-97 



pages 
pages 



, filed with the letter of 



, as originally filed 

, filed with the demand 



the claims: 
pages 



M5 



pages 



^ , as originally filed 

_ , as amended (together with any statement under Article 19 
, filed with the demand 



I I the drawings: 
pages 



filed with file letter of 



, as originally filed 

, filed with the demand 



the sequence listing part of the description: 
pages 

pages 

pages 



. , filed with the letter of 



filed with the letter of 



, as originally filed 

. , filed with the demand 



Ete^ri Jn«f«^^^^^^ the elements niarked above were available or furnished to this Authority in the language in which 

toe mtemaUonal application was filed, unless otherwise indicated under this item. 

T^ese elements were available or fiimished to this Authority in the following language which is: 

LJ the language of a translation fimiished for the purposes of international search (under Rule 23.1(b)). 
— the language of publication of the mtemational application (under Rule 48.3(b)). 

LJ tiie language of tiie translation fiimished for the purposes of international preliminary examination (under Rule 55 2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the inteniational application the international 
prelmunary examination was carried out on the basis ofthe sequence listing- """not appiicanon, me iniemationai 

□ contained in the international application in written form. 

□ filed together witii the international application in computer readable form. 
I — fiimished subsequently to tiiis Autiiority in written form. 

furnished subsequentiy to this Authority in computer readable form. 

The statement tiiat the subsequentiy fiimished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to tiie written sequence listing has 
been lumished. 



□ 
□ 

□ 
□ 



The amendments have resulted in tiie cancellation of 

□ 

the description, pages 

the claims, Nos. 

the drawings, sheets/fig . 



□ SinT.h^^-^^^'' established as if (some of) tiie amendments had not been made, since they have been considered to go 
beyond tfie disclosure as filed, as mdicated in tiie Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets have been furnished to tlie receiving Office in response to an invitation under Article 14 are referred to 
ZdW.lT) "^"^""'^^^'^^ ""'^ "^^ ^''^ report Since they do not contat^ tmen^^^^^^ 

**Any replacement sheet containitig such amendments must be referred to under item 1 arui annexed to this report. 
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Int^^Hnal application No. 
PCT/EP 03/09219 



Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: 



III.l 



Non-establxshiaent: of opinion with, regard to 
novelty, inventive step and industrial 
applicability 

The PCT Contracting States do not have uniform 
criteria for assessing the industrial applicability 
of claim 15 in its present form. Patentability may 
also depend on the wording of the claims. The EPO, 
for example, does not recognise the industrial 
applicability of claims to the medical use of a 
compound; it may, however, allow claims to the 
first medical application of a known compound or to 
the use of such a compound in the manufacture of a 
drug for a new medical application. 
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I- St^ement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-15 



1-15 



1-14 



YES 
NO 
YES 
NO 

YES 
NO 



2. 



Citations and explanations 



In this report, reference is made to the following 
documents, cited in the search report; the same 
numbering will be used throughout the procedure: 



Dl 
D2 
D3 
D4 

D5 

D6; 

D7i 

D8: 

D9: 



US-A-6040320 
WO-A- 2 000017192 
EP-A-0004648 

Angewandte Chemie, International Edition 
(2002), 41(13), 2290-2293 
J. iVIed. Chem. (1999), 42, 2180-2190 
J. Med. Chem. (1996), 39, 3929-3937 
WO-A-9314081 
WO-A-2002066458 
DE-A-10114775. 



The present application relates to 2-thio- 
substituted imidazole derivatives that bear a 
substituted 4-pyridyl ring as a substituent in 
position 4 of the imidazole ring and are 
unsubstituted at the N atom (NH) . The application 
further relates to the use of said compounds to 
treat disorders of the immune system. 



/. 
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2.1 



Novelty (PCT Article 33(3)) 

None of the cited documents discloses compounds 
comprising the features "substituted 4-pyridyl 
ring", 2-thiomidazole" and "unsubstituted N atom". 
The requirement for novelty is therefore satisfied. 

Inventive step (PCT Article 33(3)) 



Documents Dl to D3 disclose imidazole derivatives 
with anti- inflammatory activity. Compounds of the 
general formula I according to claim i of the 
present application are encompassed by the 
definitions of the general formulae disclosed in 
said documents (Dl, formula I: = sxibstituted 

phenyl, Ra = substituted heteroaryl (e.g. halogen), 
R3 = hydrogen, R4 = (A) „- (CH2) g-X (A = sulphur) 
(columns 2-3); D2, formula (I): Het = optionally 
substituted pyridyl (3-amino-) (page 5, 
paragraph 2); Ar = 4-f luorophenyl (page 5, 
paragraph 4); D3 , formula (I) : Ri and R2 = an 
optionally substituted heteroaryl group and an 
optionally substituted aryl group, and R3 = hydrogen 
(see abstract) ) . 

Thus, from said documents, a person skilled in 
the art can immediately derive the technical 
teaching that compounds encompassed by the given 
formulae are suitable for solving the technical 
problem, namely that of providing imidazole 
derivatives with anti -inflammatory activity. 
Consequently, the provision of compounds according 
to the present claim 1 cannot at present be 
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considered to involve an inventive step relative to 
documents Dl to D3 . 



In the event that a particular technical problem 
could be solved by the specific choice of 
substituents or substituent position, this must be 
demonstrated in an appropriate manner. in this 
respect, it should further be noted that the present 
application appears to provide a basis only for 
those compounds in which the pyridyl ring is 
substituted in position 2, and which have a 
substituted phenyl group in position 5 of the 
imidazole ring. 



2.2 



A person skilled in the art is aware from document 
D4 of compounds, from which the claimed compounds 
differ in that the pyridyl ring is svibstituted 
(page 2291, compounds 4 and 5) . m addition, a 
person skilled in the art will learn from D4 that 
substituents in the place of the H atom of the 
imidazole ring can be tolerated (scheme 1) . The 
relevant distinguishing feature therefore appears to 
have no influence on the presence of an inventive 
step. 



The effect produced by the distinguishing feature 
"substituent on the pyridyl ring" does not appear to 
be clearly indicated in the present application. 
The technical problem addressed by the provision of 
compounds according to claim 1 can thus be regarded 
as no more than the provision of alternative 
compounds. However, for a person skilled in the 
art, compounds bearing the substituted pyridyl 

/... 
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2.3 



ring on the imidazole structure are known from Dl 
(table A, compound 78), D2 (page 5, last line of 
paragraph 2); D3 (page 2, lines 13-19), D5 (page 
2181, table 1, compound 48; page 2183, diagram 6, 
compounds 45 and 46), D6 (page 3932, table 2, 
compounds 44 and 45) and D7 (page 9, lines 32-34). 
The use of these groups in compounds according to D4 
(see above) therefore appears to be obvious in so 
far as no surprising effect resulting from this 
difference can be demonstrated. 

Document D5 disclosed compounds that differ from the 
claimed compounds by the nature of the siibstituent 
at position 2 of the imidazole ring (page 1283, 
compounds 45 and 46) . The technical effect of this 
difference does not appear to be clearly indicated 
in the present application. Moreover, a person 
skilled in the art is aware of compounds comprising 
a substituent as per the present claim i (Dl, D2 , D3 
and D4) . Therefore, the provision of compounds 
which differ in this way from D5 cannot at present 
be considered inventive. 



2.4 Document D6 discloses compounds from which the 

claimed compounds differ in that a thio siibstituent 
is present on the imidazole ring (D6, page 3932, 
table 2: compounds 44 and 45). (In the light of the 
disclosure of D4 (diagram 1) , the substituent on the 
N atom appears to be of no significance.) However, 
2 -thio substituted compounds are known to a person 
skilled in the art (see above) . No inventive step 
appears to be involved and, therefore, the variation 
of the disclosure of D6, as proposed in the present 
appl ication, cannot be considered inventive either. 
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The dependent claims appear to contain no additional 
features that might form the basis for an inventive 
step. Independent claims 13 and 14 refer back to 
claim 1 and, therefore, no inventive step can be 
acknowledged in respect of the compounds therein 
defined either. In consequence, the application 
(claims 1-14) fails to meet the requirements of PCT 
Article 33 (3) . 



2.7 Both the position of the substituents on the 
pyridine ring and also the nature of the 
substituents at position 5 of the imidazole ring 
appear to be significant in respect of the claimed 
subject matter. It would therefore appear 
appropriate to incorporate the corresponding 
features into an amended claim 1 (see examples in 
the application) . Moreover, it should be made clear 
to what extent the respective distinguishing 
features, relative to the compounds disclosed in the 
prior art, can be used as the basis for an inventive 
step. In particular, any surprising effects 
resulting from these distinguishing features should 
be demonstrated." 



Industr ial applicability (PCT Article 33 (4) ) 

Acknowledged in respect of claims 1-14. 

The exclusion of certain combinations of 
substituents (claim l, page 99, line 25 ff.) is 
unclear (PCT Article 6) . 
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Documents D8 and D9 were published after the 
priority date of the present application but before 
the international filing date thereof. Should the 
priority of the present invention be invalid, the 
disclosure of said documents would, in consequence, 
be considered to belong to the prior art. Moreover, 
in the event of a European examination procedure, 
reference would be made to D8 for the purpose of 
assessing novelty. 



Contrary to PCT Rule 5.1(a) (ii) , the description 
does not cite documents Dl and D4 or indicate the 
relevant prior art disclosed therein. 
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